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Abstract

[Ef] HANICBEANMLALTVAHEIOFT T I ARPEIE(COVID-19)ik, BIUL LEaEE
WV, 77EESEILR. TOEABE. & &Tin viroDT—2H SCOVID-19\NDNREHHF
EhTWD, —F., FERIFEE, BLUOBEZEEECHT2AERECEIZI/REFI BV, T
T, ARFNTRIF BEEEROARNBECOVT, XBAZZTVAEREICOVWTEELE

[FZ] 77EEZEI (BmE : TEA>Y . BRE : T-705) OFBEEROANBEICE T 2R
H%ZPubmed, EFHRME, EXMERMBFTMEE (PMDA) OBFEREE. RINE. 1~
BE1—T7 A —ALArV)XBHRAEZT2 ., CCTHSNEBEERE, SLVOVHEEEEICH T
DHENBENTA—F—& ), XBHICHRFETOREREICOVWT, XEHNERZITO I,

[FR- ER] LEFRECRIXNBRET—EIXR—AILEVT, EMNCE TR HEANBEICETS
BEF1HOAK T, BEREE, SLVOCHEEROANBRICEITIRBEBH 21, Ko, 2014F8
ROBERESEICR. ANBRICHIZIENBIPEL, HRBETORAEBZRETZEHOIR
nFEshBhIceEdnd, RPREEHRREG08% T, TRMEPCEMFZVWIENS
ENMBEZSHERERTRICAE[HNIYVELVEEZShL, —F. FEFEECHECSV
TT7LTERFFIA—E, BLREFHUFUAFIA—EILRY KBILEIIRBEhD LD
5., Child-Pughz#8A, B, 8 RUVCOEZEEEICHVTR., ENEHETI I T ha 2 mMPRE-
Bh#R{LEME ( area under the curve : AUC)A", BERAELEN1.7/5, 1815, 6.1BICERTR L
FHBREENTHY, DB EELHEEFBEENORETRHEFEZ2/3~1/20200 ~300mg\ D FHE
EREL, EEFATRHEFANOEETELEEH LT, 200mgA TAD KB REN BEIZ/XD ATHE
HARRE N,

Favipiravir has a mechanism of action and in vitro data suggest that it is effective against
COVID-19. Favipiravir is expected to be effective in treating COVID-19 based on its mechanism of
action and in vitro data. On the other hand, there are no reports on the dosing of favipiravir in
patients with hepatic or renal impairment. In this study, we investigated the pharmacokinetics of
favipiravir in patients with hepatic or renal impairment by reviewing the literature and discussing the
dosage regimen.

We conducted a literature review of reports on the pharmacokinetics of favipiravir (product name:
Avigan, development name: T-705) in patients with hepatic impairment from Pubmed, the Central
Journal of Medicine, review reports from the Pharmaceuticals and Medical Devices Agency
(PMDA), package inserts, and interview forms. Based on the pharmacokinetic parameters obtained
in patients with renal and hepatic disorders, we conducted a literature review of the dosage
regimen in these conditions.

In the literature search database shown in the method above, there was only one report on the
pharmacokinetics in humans, and there was no description of the pharmacokinetics in patients with
renal or hepatic impairment. In the review report as of 2014, the number of cases regarding
pharmacokinetics was small, and no basis for setting the dose under the condition was obtained.
The excretion rate of unchanged drug in urine was 0.8%, and since the main metabolite had no
drug effect, it was considered that dose adjustment was not necessary at the time of decreased
renal function, including dialysis patients. On the other hand, since Clozapine is mainly
metabolized to hydroxylated form by aldehyde oxidase and xanthine oxidase in the liver, the area
under the curve (AUC), which is considered to be correlated with drug efficacy, was lower in
patients with hepatic impairment of Child-Pugh classification A, B, and C: In patients with hepatic
impairment of Child-Pugh class A, B, and C, the area under the curve (AUC) increased 1.7, 1.8,
and 6.1 times, respectively, compared to that of healthy adults.
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Dosage adjustment of favipiravir for the treatment of COVI-19 in patients with renal or hepatic impairment.

1. BIERREEOMUE

(B RMIZRENTERLTOAHE IO F 94 )L RBEEAE (COVID-19) (&, B L= AEE AL, I7EESELIX. FDER
B . 8L in vitro D T—4H 5 COVID-19 ADOMBENEAFIN TS, —F . RFIFEE . bLUBEBEEREIZET2AEH
EIZBETHM|ETHL, 22T, AR TIEF - BEZHOARNBEIOVT, XAEFTVWAERTEITOVWTERL:,
[ﬁ/£]77tt7t)b(ﬁnn%.7tjj/ B4 : T-705) DA EERFOKNEIREICE T 235 % Pubmed, EF R EERE
SR ST(lf4E (PMDA) DBEBEHREE ., R XNE AV 12— T4 — LKLY XIBAEEIToT-. CCTHOLNE-BEEEE. BLU
FEEEEEICSITHIRNEIRE/ AT A— ’5! &Y, Xﬁkﬂ’]l LHRETORERTEICOVT., XMWERE T,
[#ER-Z2R)LEAZICTITXHBRERT —IR—R (BT, EMIBITAARNBEICEATIHE L 1 OAT. BEE. BLUVH
BEEBOARRNEEICETAEH TN ol T, 2014 EHADEEREEICIE. ARNBEIZEIT HEMMMS DL, BHFET
DABZRETH-HDRPIIESNGEMNoIzESN D, RDKREILARBER (L 0.8% T, TRBEYICEDGHILOIENSERES
FEOBHEETHRICAERSIAVELRNEEZONT -, — A AFIXEIZHRBICEWVTTILTERAF 4 —E  BLUXTUUF
DA XU —BIZEYKEEERIZRBIEN B EM S Child-Pugh DB A.B. BLU C DIFEERFIZSTIL., EXELAETHEE
h5MmAEE-f#R 1L EFE (area under the curve : AUC)S BERAELEAR 17 /E 18, 6.1 ZIZERTBHENRESNTEY.
DL EEIFEEDEE TIRHIFEE 2/3~1/2 M 200~300mg ~DFHEERITL . EEFTIEMFI~NDLEEELEHT-L T,
200mg U FADKIBHHEN DL EIZIESAIREEA R ST,

2. MIRERRAEEOBE R

Favipiravir has a mechanism of action and in vitro data suggest that it is effective against COVID-19. Favipiravir is expected to be
effective in treating COVID-19 based on its mechanism of action and in vitro data. On the other hand, there are no reports on the
dosing of favipiravir in patients with hepatic or renal impairment. In this study, we investigated the pharmacokinetics of favipiravir in
patients with hepatic or renal impairment by reviewing the literature and discussing the dosage regimen.

We conducted a literature review of reports on the pharmacokinetics of favipiravir (product name: Avigan, development name: T-705)
in patients with hepatic impairment from Pubmed, the Central Journal of Medicine, review reports from the Pharmaceuticals and
Medical Devices Agency (PMDA), package inserts, and interview forms. Based on the pharmacokinetic parameters obtained in
patients with renal and hepatic disorders, we conducted a literature review of the dosage regimen in these conditions.

In the literature search database shown in the method above, there was only one report on the pharmacokinetics in humans, and
there was no description of the pharmacokinetics in patients with renal or hepatic impairment. In the review report as of 2014, the
number of cases regarding pharmacokinetics was small, and no basis for setting the dose under the condition was obtained. The
excretion rate of unchanged drug in urine was 0.8%, and since the main metabolite had no drug effect, it was considered that dose
adjustment was not necessary at the time of decreased renal function, including dialysis patients. On the other hand, since Clozapine
is mainly metabolized to hydroxylated form by aldehyde oxidase and xanthine oxidase in the liver, the area under the curve (AUC),
which is considered to be correlated with drug efficacy, was lower in patients with hepatic impairment of Child—Pugh classification A,
B, and C: In patients with hepatic impairment of Child-Pugh class A, B, and C, the area under the curve (AUC) increased 1.7, 1.8, and
6.1 times, respectively, compared to that of healthy adults.
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